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Amendments to the Claims 

Please cancel claims 86-93 and 97. 

Listing of Claims: 
Claims 1-11. canceled. 

Claim 12 (withdrawn) A method of promoting the growth, differentiatioj/or survival of a MuSK 
receptor expressing cell comprising administering to the cell an effect^ amount of agrin. 
Claim 13. (withdrawn) The method of claim 12, wherein the Mu£K receptor expressing cell is a 
cell which is normally found in muscle, heart, spleen, ovary oyetina. 

Claim 14. (withdrawn) The method of claim 12 or 13, wherein the MuSK receptor expressing 
cell is a cell which has been genetically engineered to express the MuSK receptor. 
Claim 15. (withdrawn) An antibody capable of specifically binding the active portion of human 
agrin. y / 

Claim 16. (withdrawn) A monoclonal antibody of claim 15. 
Claim 1 7. (withdrawn) A polyclonal antibp^ly of claim 15. 

Claim 18. (withdrawn) A method of dejecting the presence of human agrin in a sample 
comprising: / 

a) reacting the sample wifh an antibody of claim 1 5, under conditions whereby the 
antibody binds to human agrir^present in the sample; and 

b) detecting the bopnd antibody, thereby detecting the presence of human agrin in the 
sample. / 

Claim 19. (withdra^) The method of claim 1 8, wherein the antibody is a polyclonal antibody. 
Claim 20. (withdrawn) The method of claim 18, wherein the antibody is a monoclonal antibody. 
Claim 21. (withdrawn) The method of claim 18, wherein the sample is a biological tissue. 

Claim 22. (Withdrawn) The method of claim 18, wherein the sample is a body fluid. 

/ 

/ 
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Claim 23. (withdrawn) The method of claim 22, wherein the body fluid is selected from the 
group consisting of cerebrospinal fluid, blood, serum, plasma, urine and saliva/ 
Claim 24. (withdrawn) The method of claim 18, wherein the sample is a cell extract. 
Claims 25-46. canceled. / 
Claim 47 (withdrawn) Use of a polypeptide encoding the active portibn of human agrin in the 
manufacture of a medicament for the treatment of a disease or disorder affecting muscle. 
Claim 48. canceled. / 

Claim 49. (withdrawn) A diagnostic test kit for detecting^ presence of human agrin in a 
sample, said kit comprising an antibody as defined in ai# of claims 1 5 to 1 7, and means for 
determining whether or not the antibody binds to hiunan agrin, thereby allowing detection of the 
presence of human agrin in the sample. / 

Claim 50 (withdrawn) A method of treating apatient suffering from a disease or disorder 
affecting muscle comprising administering^) the patient an effective amount of the nucleic acid 
molecule comprising a nucleotide sequence encoding the active portion of human agrin or a 
derivative thereof. / 

Claim 51. (withdrawn) A nucleic apid molecule comprising a nucleotide sequence encoding the 
active portion of human agrin oi/a derivative thereof, for use in a method of treatment of the 
human or animal body by therapy or in a method of diagnosis. 

Claim 52. (withdrawn) A^riucleic acid molecule according to claim 51, for use in a method of 
treatment of the humanor animal body of a disease or disorder that affects muscle. 
Claim 53 (withdraw^) Use of a nucleic acid molecule comprising a nucleotide sequence encoding 
the active portion/if human agrin, or a derivative thereof, in the manufacture of a medicament for 
the treatment <jf a disease or disorder affecting muscle. 

Claim 54 (withdrawn) A composition comprising a nucleic acid molecule comprising a nucleotide 
sequence^ncoding the active portion of human agrin wherein the nucleic acid molecule is 
operajively linked to an expression control sequence. 

Claim 55. canceled. 

/ 

Claims 56. (withdrawn) An expression vector comprising a nucleic acid molecule comprising a 
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nucleotide sequence encoding the active portion of human agrin wherein the nucleic acid piolecule 
is operatively linked to an expression control sequence. 

Claims 57. (withdrawn) A host- vector system for the production of a polypeptide having the 
biological activity of human agrin which compriseds the vector of claim 56 in a suitable host cell. 
Claim 58. Previously canceled. 

Claim 59. (withdrawn) An antibody according to claim 15 substantially $s hereinbefore 
described. 
Claim 60. canceled. 

Claim 61 . (withdrawn) Use according to claim 47 or 53 substantially as hereinbefore described. 
Claim 62. canceled. 

Claim 63 (withdrawn) A kit according to claim 49 substantially as hereinbefore described. 
Claim 64. (withdrawn) An isolated nucleic acid molecule comprising a nucleotide sequence 
encoding the MuSK-activating C-terminal fragmen)/(portion) of human agrin, wherein the 
nucleotide sequence is selected from: 

(a) a nucleotide sequence comprising the coding region of the MuSK-activating C-terminal 
fragment (portion) of human agrin contained in the vector designated as pBL-hAgrin 1 (American 
Type Culture Collection Accession Np'. 97378); 

(b) a nucleotide sequence whose complement hybridizes under stringent conditions of: 0.1 5M 
NaCl/ 0.015 M sodium citrate/p.1% NaDod S04 at 50 C or use of 50%(vol/vol) formamide with 
0.1% bovine serum albumiij/b.1% Ficoll/ 0.1% polyvinylpyrrolidone/ 50mM sodium phosphate 
buffer at pH 6.5 with 75pmM NaCl, 75 mM sodium citrate at 42Cto the nucleotide sequence of 
(a) and which encodes the MuSK-activating C-terminal fragment (portion) of human agrin; or 

(c) a nucleotide sequence that, as a result of the degeneracy of the genetic code, differs from the 
nucleotide seqyence of (a) or (b) and which encodes the MuSK-activating C-terminal fragment 
(portion) of/human agrin. 

Claim ^/(withdrawn) An isolated nucleic acid molecule comprising a nucleotide sequence 
encoding the MuSK-activating C-terminal fragment (portion) of human agrin, wherein the 
nucleotide sequence is selected from the group consisting of: 
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(a) the nucleotide sequence as set forth in Figure 15 (SEQ ID NO 35); 

(b) the nucleotide sequence encoding amino acids 24 to 492 as set forth in SEQXd NO:36. 

(c) the nucleotide sequence encoding amino acids 60 to 492 as set forth in SEQ ID NO:36. 

(d) the nucleotide sequence encoding amino acids 76 to 492 as set forth jjrSEQ ID NO:36, 

(e) the nucleotide sequence encoding amino acids 126 to 492 as set fojtfi SEQ ID NO:36. 

(f) the nucleotide sequence encoding amino acids 178 to 492 as set forth in SEQ ID NO:36. 

(g) the nucleotide sequence encoding amino acids 222 to 492 ayet forth in SEQ ID NO:36. 

(h) the nucleotide sequence encoding amino acids 260 to 492^s set forth in SEQ ID NO:36. 

(i) the nucleotide sequence encoding amino acids 300 to 4^2 as set forth in SEQ ID NO:36. 
(j) a nucleotide sequence whose complement hybridizes/under stringent conditions of: 

0. 1 5M NaCl/ 0.0 1 5 M sodium citrate/ 0. 1 % NaDod^04 at 50 C or use of 50%(vol/vol) 
formamide with 0.1% bovine serum albumin/ 0.1 Ficoll/ 0.1% polyvinylpyrrolidone/ 50mM 
sodium phosphate buffer at pH 6.5 with 750 mM NaCl, 75 mM sodium citrate at 42C 
to any of the nucleotide sequences of (a) thrpugh (i) and which encodes the MuSK-activating C- 
terminal fragment (portion) of human agriri; and 

(k) a nucleotide sequence that, as a result of the degeneracy of the genetic code, differs from any 
of the nucleotide sequences of (a)-^jj and which encodes the MuSK-activating C-terminal 
fragment (portion) of human agrjri. 

Claim 64. (withdrawn) A mejhod for inducing AchR clustering on a muscle cell comprising 
contacting the muscle cell^h the polypeptide encoding the active portion of human agrin or a 
derivative thereof. /*/ 

Claim 65. (withdraw*) The method of claim 64 wherein the muscle cell is in vitro. 
Claim 66. (withdjfcwn) The method of claim 64 wherein the muscle cell is in vivo. 
Claim 67. (witjfclrawn) The method of claim 66 wherein the muscle cell is in an animal. 
Claim 68. (^thdrawn) The method of claim 67 wherein the muscle cell is in a human. 
Claim ^(withdrawn) A method of inducing phosphorylation of the MuSK receptor in a 
musd/ cell comprising contacting the muscle cell with the polypeptide encoding the active 
portion of human agrin, or a derivative thereof. 



5 
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Claim 70. (withdrawn) The method of claim 69 wherein the muscle cell is in ybo. 

Claim 71 . (withdrawn) The method of claim 69 wherein the muscle cell is in vivo. 
Claim 72. (withdrawn) The method of claim 71 wherein the muscle celUsin an animal. 
Claim 73. (withdrawn) The method of claim 72 wherein the muscle cell is in a human. 
Claim 74. (withdrawn) A method of facilitating the binding of Aerin, or a derivative thereof, to 
the MuSK receptor comprising contacting Agrin, or a derivative thereof, with the MuSK receptor 
under conditions in which Agrin, or a derivative thereof, is/bte to bind the MuSK receptor. 
Claim 75. (withdrawn) The method of claim 74 whereu/tne derivative is the active C-terminal 
fragment (portion) of Agrin. / 

Claim 76. (withdrawn) A method for targeting mt^cle cells in an animal comprising administering 
to the animal a composition which comprises amolecule capable of binding to the MuSK 
receptor and allowing the composition to bind to the MuSK receptor. 
^ Claim 77. (withdrawn) The method of claim 76 wherein the molecule capable of binding to the 

N MuSK receptor is Agrin, or a derivative thereof. 

7 ' 

Claim 78. (withdrawn) A method of inducing AchR clustering on a muscle cell comprising 
contacting the muscle cell with/the polypeptide of claim 70 or a derivative thereof 
Claim 79. (withdrawn) Them'ethod of claim 78 wherein the muscle cell is in vitro. 
Claim 80. (withdrawn) T> method of claim 78 wherein the muscle cell is in vivo. 
Claim 81. (withdrawn) The method of claim 80 wherein the muscle cell is in an animal. 
Claim 82. (withdrawn) The method of claim 81 wherein the muscle cell is in a human. 
Claim 83. (withdrawn) A method of inducing phosphorylation of the MuSK receptor in a muscle 
cell comprising contacting the muscle cell with the polypeptide of claim 70, or a derivative 
thereof. / . 

Claim>t. (withdrawn) The method of claim 83 wherein the muscle cell is in vitro. 
ClaimX(Currently amended) A human agrin protein capable of inducing phosphorylation of 
the MUSK rece P tor,.and fragments of human agrin which retain the capacity of inducing 
phosphorylation of the MUSK receptor, selected from the group consisting of SEQ ID NOs:25- 
31 and 36. 
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Claims 86- 93 (Canceled). 

ClaimjC (previously added) The protein of clairn^which is pegylated. » 
Claim^! (previously added) A ^harmaeeutt^ai composition comprising the protein of clairn^&5* 
and a p haim ac etrtieaMy acceptable carrier. 

Claim 96: (currently amended) A The phamaeg^igaj composition of claim 95. fnrrtw 
comprising th e protoin of claim 85 and an a -a mvotube^p ecifir. accessory component. 
Claim 97. (Canceled) 

Claim 98 (withdrawn) The method of claim 97wherein the muscle cell is in a human. 
Claim 99 (withdrawn). A method of activating the MUSK receptor comprising exposing the 
receptor to the protein of claim 85, 

Claim 100. (withdrawn) A njefhod of treating a patient suffering from a muscle disease or 
neuromuscular disorder^omprising administering to the patient an effective amount of the 
protein of claim 85/ 



